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DECLARATION OF J AMES BALKOVEC UNDER 35 CFR §1.132 
1, James Balkovec, declare as follows: 

1 . J received a Ph.D. in Chemistry from the University of Wisconsin at 
Madison i n 1 985. 1 am a Senior Scientific Director of Medicinal Chemistry at Merck and 
Co., Inc. and an inventor or author on numerous patents aid scientific publications. 

2. I am an inventor on the patent application cited above. I and my co- 
workers found that the class of compounds claimed therein is active as an inhibitor of the 

1 ip-HSD-1 enzyme according to in vitro test data. This makes it potentially useful for the 
treatment of any condition responsive to inhibition of this enzyme, as one of the functions 
of this enzyme is to act as an oxoreductase to generate Cortisol. Excess levels of Cortisol 
have long been implicated in a wide variety of patho logical conditions, for example, in 
2001 Tomltnson and Stewart wrote: 'Tlbera-HSDI appears to be intricately involved in the 
conditions o appa it. cortisone reductase deficiency insulin resistance xi visceral 
obesity." (Tomiinson & Stewart, 2001). Other conditions in which excess Cortisol appear 
to play a role and which were described before or at the time of filing of the above- 
referenced case include metabolic syndrome (Wake and Walker, 2004) as well as 
Alzheimer's disease (Rasmuson et ah, 2002) 
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3. Included below is potency data for representative compounds of 
Claim 14. This data was generated using the Scintillation Proximity Assay (SPA) as 
* crihed n the inst; it applk tion (under tin sectioi i "A SA YS 

> Rj ' r yl r <] [hnu \^L ,1S >^ and present IC^ \ alucs n the 
nanomolar (nM) range. 
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Ni-N 



H 3 C 

hHSDl 1.73 



mHSDi 1.28 



hHSDl 1.03 



CF> N— N CF S 



Case No.: 2!5S4P 
Page No.; S 



hHSDl 1.58 



N-N 

hHSDl 5,24 



4. The undersigned petitioner declares further that a!! statements made 
herein of Ins own knowledge are true and thai ail statements made on information and 
belief are believed to be true; and further that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by fine or 
imprisonments, or both, under Section 1001 of Tide IS of the United States Code, and thai 
such willful false statements may jeopardize the validity of the application or any patent 
issuing hereon. '/• /*/ 
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